OBJECTIVE: The purpose of this study was to evaluate the
efficacy of five topical test products intended to reduce the
appearance of lines and wrinkles, increase skin moisturization,
and reduce transepidermal water loss. DESIGN: Two studies—a
controlled clinical trial for each individual test product and an
experience trial involving more than 200 patients using a strategic
combination of products—were done. Test products included

a day facial cream, a night facial cream, an eye cream, a day

lip cream, and a night lip cream. SETTING: The setting for the
first study was AMA Laboratories (New York, New York)and 19
physician practices for the second. PARTICIPANTS: For the first
study, participants were recruited via advertisements, phone
solicitation, or electronic media. Patients of the second study
(N=222) were from 19 physician practices. MEASUREMENTS:
For the first study, efficacies of the facial and eye creams were
determined by measuring the surface evaluation of living skin,
transepidermal water loss, and electroconductivity. Efficacy of
the lip creams was evaluated by measuring surface evaluation of
living skin and electroconductivity. These evaluation parameters
were measured at the test sites prior to initial application of test
product, 15 minutes after the initial application, and at seven, 14,
28, and 56 days of test product use. For the second study, each
subject completed an assessment of the topical product(s) effects
after four weeks of use. RESULTS: With each of the five topical
test products, an improvement in surface evaluation of living

skin became apparent within 15 minutes of initial application of
test products and continued for at least 56 days of regular use.
Electroconductivity data showed that each product dramatically
increased the moisture content in the skin almost immediately
after application and for at least 56 days. Improvement in
transepidermal water loss was nearly immediate and continued
over time with the day and night facial creams and eye cream. For
the experience trial, a significant majority of subjects achieved one
or more endpoints within 30 days or less.

CONCLUSION: The facial, eye, and lip creams are effective
anti-aging products that reduce the appearance of both fine and
coarse lines and wrinkles, dramatically increase the moisturization
of the skin, and, in the case of the face and eye products, reduces
transepidermal water loss. These changes last for at least 56 days
without significant adverse effects.

KEYWORDS: Electroconductivity, fine lines, hydration, lip cream,
transepidermal water loss, wrinkles
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A primary goal in the treatment of the
skin is the accurate and efficient delivery of
therapeutic agents. Liposomes have been
extensively investigated for this purpose. A
liposome is a vesicle with one or more double
layers of phospholipid and cholesterol that
might or might not enclose a large aqueous
space. The main advantage of liposomes is that
they can encapsulate and sometimes deliver
both hydrophobic and hydrophilic drugs to a
therapeutic target. This is possible because the
lipid bilayer of the liposome can include anionic,
cationic, or neutral phospholipids and can
entrap hydrophobic compounds, while the large
aqueous core can encapsulate hydrophilic drugs.!

A Novasome™ is a unique type of liposome.
Unlike most liposomes, the liposomes in
Novasomes have 2 to 7 bilayer membranes
surrounding a large central “cargo” area not
present in most other liposomes (Figure 1). Most
liposomes consist of concentric membranes
with a solid core, much like a large onion. Figure
2 shows the membrane layer cutaway of a
Novasome to reveal the innermost membrane
that surrounds the inner chamber.

The liposomes in Novasomes have a
hydrophobic tail group and a hydrophilic head
group. Up to 80 to 85 percent of the Novasome
core can be loaded with a medication from
which the medication’s active ingredients can be
released in a predictable manner. Encapsulated
drugs travel through channels in the bilayer,

making sustained, controlled release of active
ingredients possible.2 Novasome microvesicles
are stable, with a pH ranging from 2to 13 and a
temperature ranging from that of liquid nitrogen
to higher than 100°C. They can therefore be used
in a wide variety of applications.?

Since Novasomes can be made with a positive,
negative, or neutral charge on the surface,
they can adhere to specific sites on skin and
hair shafts and thus can be used in cosmetic
formulations.* For example, if the charge of the
Novasome is positive, then it can combine with
skin that has a negative charge.?

DermaTriPlex™ s a globally patented
technology platform comprising Novasome—a
patented amphiphile and transdermal delivery
platform designed for specific ingredients
with performance characteristics that can
be changed through the modification of the
ampbhiphilic portion for a specific molecule;
TruCollagen® (USV Private Ltd., Mumbai,
India)—the largest segment of synthetically
engineered natural collagen in the world (to the
author’s knowledge); and and Teosyal Resilient
Hyaluronic Acid® (RHA) The DermaTriPlex
technology platform is supported by 20
synergistic, scientifically proven, anti-aging
ingredients at concentrations known to be
effective.

The purpose of this study was to evaluate the
efficacy of five topical test products intended
to reduce the appearance of lines and wrinkles,
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FIGURE 1. Outer view of a Novasome—Inside are 2 to 7

bilayer membranes surrounding a large “cargo hold” that
can carry multiple active ingredients.

FIGURE 2. Most liposomes consist of concentric membranes
with a solid core (right). The left cutaway illustration of a
Novasome shows the membranes that surround the inner
chamber, or“cargo hold.”

TABLE 1. Demographics of test product populations

s RO -
Day facial 42-51 years 4 1
Night facial 34-56 years 5 none
Eye 38-51years 5 none
Day lip 46-54 years 5 none
Night lip 46-55 years 5 none

increase skin moisturization, and decrease
transepidermal water loss. The test products
(skIN3; Alphaeon Corp., Irvine, California)

were a day facial cream, a night facial cream,

a eye cream, a day lip cream, and a night lip
cream, each using the DermaTriPlex technology
platform.

METHODS

Two studies were performed: a 56-day
controlled clinical trial for each individual
test product and an experience trial involving
more than 200 patients using a strategic
combination of products.

The 56-day study. In the first study,
female subjects (n=5) were enrolled in each
of the five studies. Subjects were recruited by
advertisements in local periodicals, community
bulletin boards, phone solicitation, and
electronic media. Demographic data are shown
inTable 1. Inclusion criteria were healthy
women aged 35 to 60 years for the facial and
eye creams, and Caucasian women aged 35
to 55 years for the lip creams. Subjects were
asked to abstain from the use of any anti-aging
and moisturizing products, including lotions,
creams, gels, and nutritional supplements for
at least eight weeks prior to the study. Each of
the subjects exhibited fine lines and wrinkles
at the test site and abstained from using any
anti-aging products or moisturizing products
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on the lips or surrounding area (e.g., lotions,
creams, lipsticks, chapsticks, gels, nutritional
supplements) for at least 72 hours prior to the
start of the study (for the lip creams).
Subjects were excluded if they were under a
physician’s care or were taking any medication
that might mask or interfere with the test
results. Those who had a history of skin cancer,
melanoma, lupus, psoriasis, connective tissue
disease, diabetes, or any disease that would
increase risk associated with study participation
were excluded. Women who were pregnant,
lactating, intending to become pregnant during
the study period, or had given birth during the
previous six months were excluded. Subjects
were excluded if they had chronic skin allergies
or a history of hypersensitivity to cosmetics
in general. Further exclusion criteria included
neurologic, dermatologic, or systemic disorders
that would interfere with the results. Smokers,
patients who had dermal filler injected into
the lips or had fat grafting, silicone injections,
orimplants in the lips during the previous
year were also excluded. Subjects who had
botulinumtoxin type A around the lips during
the previous six months, had laser resurfacing,
chemical peels, or dermabrasion done to
the lips were excluded. Finally, patients with
lip disease, previous lip surgery, or systemic
disease (e.g., diabetes, scurvy, or chelitis) were
excluded.

TABLE 2. Ingredients of test products

Cromoist™ CM glucan
Vitamin E (tocopheryl acetate)
Vitamin E (tocopheryl acetate)

White tea extract
Liquorice extract
Niacinamide
Zinc citrate
Hexapeptide-3 (argireline)
Dermaxyl
Dermaxyl
Haloxyl
Sepilift
Eyeliss
Rigin
Maxilip
Ederline L
Silymarin (milk thistle, 80%)
(affeine
Dexpanthenol (vitamin B5)
Cucumber extract
Ivy extract
Shitake extract
Allantoin
Avocado oil/sterol
Avocado butter
White petrolatum
IIlilpe butter
Shea butter
Shora seed butter
Ceraphyl 847

(12-15 alkyl benzoate
Pentaerythrityl tetraisostearate

Diisopropyl adipate

Evening primrose

All subjects provided signed, informed
consent to participate in the study.

Test product. Each of the five test
products contained the anti-aging ingredients
of the technology platform (Table 2) at
concentrations known to be efficacious. To be
clear, not all of the ingredients used in the
platform were present in each product, but
some combinations of each were used. Table 2
represents the common tradenames; any single



tradename product might have more than one
active ingredient within its formulation and will
have more than one International Nomenclature
of Cosmetic Ingredients (INCI) name.

Procedure. Qualified subjects reported
to the test facility and were examined by a
trained technician. Faces were devoid of topical
treatments. Subjects equilibrated to the ambient
environment for 30 minutes before baseline
measurements of surface evaluation of living
skin (SELS), transepidermal water loss (TEWL),
and electroconductivity (EC). SELS uses an optical
system in a special camera that measures four
parameters related with skin surface topography:
roughness, scaling, smoothing, and wrinkling.
This method provides analysis of living skin
directly; indirect methods (e.g., profilometric)
require replicas and pictorial representations
of skin topography. However, when using
SELS, the four skin parameters are mutually
interdependent.®

Subjects were instructed to apply the day
cream test product to the face and neck every
morning. After the use of a facial cleanser,
subjects patted their skin dry and applied
enough of the test product to form a thin layer
on the skin. The test product was then massaged
into the skin. The night cream test product was
applied to the face every evening, and the eye
cream was applied above and below the eyes
every morning and evening. The day lip cream
was applied in and around the lips twice in the
morning and twice in the afternoon, and the
night lip cream was applied in and around the
lips once at night.

The efficacy of each test product was
objectively evaluated by measuring the
evaluation parameters (i.e., SELS, TEWL, EC) at
the test sites prior to the initial application of
the test product and 15 minutes after the initial
application. Evaluation parameters were then
measured after seven, 14, 28, and 56 days of test
product use.

SELS was measured by a Visioscan (Courage-
Khazaka electronic GmbH, Cologne, Germany)
which uses a specially designed camera and
halogen lamps to obtain images that permit the
user to characterize the topography of the skin
surface.’ Of interest, in the present study, skin
roughness (SEr; measured in relative units) was
used as an indicator of the depth of fine and
coarse wrinkles.

TEWL represents the level of water that
constantly transpires through the skin. In this

TABLE 3. Product application schedule

skIN® PRODUCTS (APPLIED DAILY)

GROUP #
MORNING

Gentle Purifying Cleanser

EVENING

Gentle Purifying Cleanser
Bamboo Microderm Exfoliant*

Rapid Eye Restore Rapid Eye Restore
Gentle Purifying Cleanser
Bamboo Microderm Exfoliant*
2 4L Rapid Eye Restore

Deeply Transforming Night Renewal

Gentle Purifying Cleaner
Bamboo Microderm Exfoliant*

3 Rapid Eye Restore WA
Fulfilling Day Rejuvenation
4 Revitalizing Lip Triplex Day** Restorative Lip Triplex Night

N/A: not applicable

*applied on alternate days
**may be applied numerous times during the day

Gentle Purifying Cleanser
5 Rapid Eye Restore
Fulfilling Day Rejuvenation

Gentle Purifying Cleanser

Bamboo Microderm Exfoliant*
Rapid Eye Restore

Deeply Transforming Night Renewal

study, TEWL was used as an indicator of skin
barrier protection. TEWL was measured with a
computerized evaporimeter (cyberDERM, Inc.,
Media, Pennsylvania) in a quiet area, apart from
the general traffic and activity of the test center.
Readings were obtained by placing the probe
lightly in contact with the skin.

ECwas measured with a Nova Dermal Phase
Meter (DPM 9003; Nova Technology Corp.,
Gloucester, Massachusetts). The DPM measures
skin impedance, an indicator of the retained
water content of the skin.”

Analysis of results. The data used in the
statistical analysis reflect changes from baseline.
Differences were tested for significance by a
Student’s t-test using p<0.05 as the cutoff level.
Topographical analyses of target areas before
and after treatment were provided by AMA
Laboratories, Inc. (New York, New York) using
data from spatial and pixel coordinates to provide
high-resolution images.

The experience trial. In an open-label
study, patients from 19 physician practices were
screened, and approximately 244 subjects were
enrolled in the study. The objective of the study (a
survey) was to evaluate subject satisfaction and
perception of results after one month of daily use
of the same five skin care products that contain
Novasome, RHA, TruCollagen, and the supporting
base formulation.
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Qualified subjects were aged 40 to 60
years of age and were generally healthy with
Fitzpatrick Skin Types 1 to IV. Subjects reqularly
used moisturizer and had mild-to-moderate
facial lines. Subjects agreed to not use facial
skin products other than those provided for
the study, to avoid excessive sun exposure,
minimize use of sunscreen, not use plumping
lipsticks, and not undergo facial procedures
during the study. Subjects were willing to
comply with all instructions during the study.
Subjects were excluded if they had skin disease,
a photosensitivity condition, acne, adverse
reactions to skin care products, recent injections
of neurotoxin or dermal filler, or recent invasive
facial procedures. Pregnancy, lactation, recent
changes in oral contraceptives or hormone
replacement therapy, or recent participation in
a similar study were also grounds for exclusion.
All subjects provided signed informed consent to
participate in the study.

Subjects were divided into five groups in
which they applied test products in the evening,
morning, or both (Table 3). Group 1 comprised
patients who had early signs of facial aging
manifested by lines around the eyes. These
subjects used the facial cleanser and eye product
twice a day (morning and evening) and the
hamboo microdermabrasion exfoliant 2 to 3
times per week. Group 2 comprised patients who




only those interested in lip products. Part of
this group only used the day lip product applied

‘ TABLE 4. Mean difference from baseline (%) for each test

PARAMETER TIMEPOINT multiple times throughout the day. The other
56 DAYS part of the group used the night lip product once
Day facial cream in the evening. Finally, Group 5 comprised those
SELS 1261 2248 18.94 3303 3312 patients with dry skin or more mature skin who
TEWL 447 - o 97 s typically use skin care products twice day. This
’ ' ’ ’ ' group was instructed to use the facial cleanser
EC 8015 12.95 61.60 8244 66.55 twice a day, the bamboo microdermabrasion
Night facial cream exfoliant 2 to 3 times per week, and the eye
SELS 2047 -9.80 255 30.92% 28.41% product in the morning and evening along with
TEWL 1B 591 143 28.68* 40.75* the revelant day facial and night facial product.
Each subject completed an assessment of the
K 97.78° 34.54% 40.72% 42.46* sl topical product(s) effects after four weeks of use.
Eye cream Subjects agreed to a washout period of at least
SELS -10.24 -30.25* -40.40% _44.85 45.19 four days unless enrolled in Group 4. Subjects
TEWL 227 019 1341 27102 1N15 who had been. copsistently using fa.1ce creams
. . . . } containing retinoids or hydroxyl acids were
K 10.10 204 2667 38.24 7549 permitted to continue but did not start a new
Day lip cream regimen of these products during the four-week
SELS -16.79 -11.21% -15.63 2237 -30.60 study period.
i 63.82 10.09 1057 3330 35,07 Subjects completgd the survey at theend
Night lip eam of the' study. Professwnal esthetmans also
examined the skin of the subjects for one or
SELS 1187 -7.40% -13.39% -17.70% 2479 more improvements (e.g., overall improvement,
EC 27.16* 1.50 19.90 34.40 4552 hydration, softness, smoothness, radiance

SELS: surface evaluation of living skin; TWEL: transepidermal water loss; EC: electroconductivity or brightness, and improvement in lines anfj
*statistically significant wrinkles). The physicians who participated in this

study had busy practices that required frequent
use of highly trained estheticians with extensive
experience in clinical assessments similar to those
used in the study.

i RESULTS
The 56-day study. SELS, TEWL, and EC were
WSELS measured at each time point as described above.
" TEWL/10 Readings were also compared with those from
L) - - - = baseline, and the percent differences between
EG/400 baseline and each time point were tabulated for
] i ¥ | - each test product (Table 4).
Day facial cream. As shown in Figure 3,
__ : : SELS started to decline 15 minutes after product
Baseline  15Min  7Days  14Days 28Days 56 Days application and continued to decline during
Time Point the remainder of the study period. Skin surface
roughness, or depth of fine and coarse wrinkles,
FIGURE 3. Changes in evaluation parameters for the day facial cream decreased immediately after product application
and continued to improve for 56 days with
regular use of the product. A decrease in SELS
normally performed their skin care regimeninthe  performed their skin care regimen in the morning.  as compared with at baseline (Table 4) was

m 3 = o o ® =X

SELS: standard evaluation parameter; TEWL: transepidermal water loss; EC: electroconductivity

evening. These subjects used the facial cleanser These subjects used the facial cleanser twice a also evident as early as 15 minutes (-12.61%
twice a day, the bamboo microdermabrasion day, the bamboo microdermabrasion exfoliant difference) and reached a maximum at 56 days
exfoliant 2 to 3 times per week, and the eye 2 t0 3 times per week, and the eye product and (-33.12%). The decrease was significant after
product and night facial product each evening. day facial product each morning. Group 4 was 14 days (p=0.024) and after 28 days of use
Group 3 comprised patients who normally more of a niche group of patients, and comprised ~ (p=0.012).
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FIGURE 4. A 51-year-old Caucasian woman at baseline (A) and after 28 days of treatment (B) with the day facial cream—
Pixel data (85,098 at baseline and 64,518 at 28 days) show that vertical and horizontal wrinkles were reduced by 24.08%.
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B SELS

"TEWL/10
EC/100

14 Days 28 Days 56 Days

Time Point

FIGURE 6. Changes in evaluation parameters for the night facial cream
SELS: standard evaluation parameter; TEWL: transepidermal water loss; EC: electroconductivity

A

B

FIGURE 7. A 56-year-old Caucasian woman at baseline (A) and after 14 days of treatment (B) with the night facial

cream—Pixel data (7,407 at baseline and 2,118 at 14 days) show that the horizontal wrinkle was reduced by 71.41%

TEWL readings (Figure 3) began to decrease
after 28 days of use and the decrease continued
to progress until 56 days of using test products.
A decrease in TEWL as compared with at
baseline (Table 4) was evident at 28 days
(-9.79%), and the trend continued through to
56 days (-13.54%). This signified that the test
product reduced water loss after 28 days of use
and the reduction progressively improved for
56 days.

EC, a measure of water content of skin,
increased dramatically at 15 minutes (Figure

3) and remained above baseline for up to 56
days (Table 4). The increase was significant
after 15 minutes (p = 0.009, 80.15%), 14 days
(p=10.048, 61.60%), and 28 days (p = 0.031,
82.44%). This showed that the test product
helped to increase the moisture content in the
skin almost immediately after application and
continued to increase for 56 days with reqular
use of product.

Clinical examples of patients at baseline and
after 28 and 56 days of treatment with the day
facial cream are shown in Figures 4 and 5.
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FIGURE 5. A 44-year-old Caucasian woman at baseline
(A) and after 56 days of treatment (B) with the day facial
cream—pixel data (2,123 at baseline and 547 at 56 days)
show that the wrinkle below the eye was reduced by
74.23%.

Night facial cream. As shown in Figure
6, SELS started to decline 15 minutes after
product application and continued to decrease
during the study period. A decrease in SELS
as compared with baseline (Table 4) was
also evident as early as 15 minutes (-22.41%
difference), reached a maximum at 28 days
(-30.92%), and remained well below baseline
at 56 days (-28.41%). Differences from baseline
were significant after 15 minutes (p=0.037), 28
days (p=0.041), and 56 days of use (p=0.016).

TEWL readings (Figure 6) began to decrease
15 minutes after the initial application and
progressively declined for the remainder of the
study. A decrease in TEWL as compared with
baseline (Table 4) was evident after 15 minutes
(-11.73%) and reached a maximum decrease
at 56 days (-40.25%). Differences from baseline
were significant after 28 days (p=0.029,
-28.68%) and after 56 days of use (p=0.017).

ECincreased dramatically after 15 minutes
(Figure 6) and continued to increase above
baseline for up to 56 days (53.44%) (Table
4). Differences from baseline were significant
after 15 minutes (p=0.034, 97.78%), seven
days (p=0.009, 34.54%), 14 days (p=0.006,
40.72%), 28 days (p=0.012, 41.46%), and 56
days (p=0.017) of use.

(linical examples of patients at baseline and
after 14 and 28 days of treatment with night
facial cream use are shown in Figures 7-10.

Eye cream. As shown in Figure 11, SELS
started to decline 15 minutes after product
application and continued to decline during the
remainder of the study period. A decrease in
SELS as compared with at baseline (Table 4) was




FIGURE 8. A 34-year-old Caucasian female at baseline (A) and after 28 days of treatment (B) with the night facial
cream—Pixel data for site 1(9,299 at baseline and 6,723 at 28 days) and site 2 (5,107 at baseline and 3,903 at 28 days)
show that the wrinkles at Sites 1and 2 were reduced by 27.70% and 23.58%, respectively.

FIGURE 10. A 36-year-old Caucasian woman at baseline (A) and after 14 days of treatment (B) with the night facial
cream—Pixel data (41,489 at baseline and 29,255 at 14 days) show that the wrinkle to the left of the patient’s lip was
reduced by 29.49%. To the author’s knowledge, a topical technology that reduces the nasolabial fold and glabellar line to
this extent in 14 days has not been reported.

[
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48 89X REDUCTION IN WRINKLES

FIGURE 9. A 46-year-old Caucasian woman at baseline
(A) and after 28 days of treatment (B) with the night
facial cream—~Pixel data (4,557 at baseline and 2.329 at
28 days) show that the vertical wrinkle was reduced by
48.89%.

also evident as early as 15 minutes (-19.24%
difference) and reached a maximum at 56 days
(-45.19%). Differences from baseline were
significant after seven days (p=0.024, -30.25%
and 14 days (p=0.027, -40.40%) of use.

TEWL readings (Figure 11) began to decrease
after 14 days of test product use and continued
up to 56 days. A decrease in TEWL as compared
with baseline (Table 4) was evident at 14
days (-13.41%) and continued until 56 days
(-21.15%).

ECincreased dramatically after 15 minutes
(Figure 11), decreased at 14 days, and began
an upward trend that reached a maximum
above baseline at 56 days (75.49%; Table 4).
Differences from baseline were significant
after 15 minutes (p=0.001, 103.10%), seven
days (p=0.002, 22.04%), 14 days (p=0.022,
26.67%), 28 days (p=0.045, 38.24%), and 56
days (p=0.009, 75.49%) of use.

Clinical examples of patients at baseline and
after 14 and 42 days of treatment with the eye
cream are shown in Figures 12 and 13.

Day lip cream. As shown in Figure 14, SELS
started to decline 15 minutes after product
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application and continued to decline during the
remainder of the study period. The decrease

as compared with at baseline was significant
after seven days of use (p=0.046, -11.21%). A
decrease in SELS as compared with at baseline
(Table 4) was also evident as early as 15 minutes
after (-16.79%) and reached a maximum at 56
days (-30.60%).

ECincreased dramatically at 15 minutes
(63.82%, Figure 14), decreased at seven days
(10.09%), and began an upward trend until
56 days (35.27%; Table 4). The increase was
significant after seven days of use (p=0.014).

A clinical example of a patient at baseline
and after 56 days of treatment with the day lip
cream is shown in Figure 15.

Night lip cream. As shown in Figure 16,
SELS started to decline 15 minutes after product
application and continued to decline during the
remainder of the study period. A decrease in
SELS as compared with at baseline (Table 4) was
also evident as early as 15 minutes (-11.87%
difference) and reached a maximum at 56 days
(-24.79%). The difference from baseline was
significant after seven days (p=0.040, -7.40%),
14 days (p=0.018, -13.39%), 28 days (p=0.019,
-17.70%), and 56 days of use (p=0.011,
-24.79%).

ECincreased dramatically at 15 minutes
(27.16%, Figure 16), decreased at seven days
(1.50%), and began an upward trend that
reached a maximum at 56 days (45.52%). The
increase from baseline was significant at 15
minutes (p=0.003).

A dlinical example of a patient at baseline
and after 56 days of treatment with the night lip
cream is shown in Figure 17.

The experience trial. Among the 244
enrolled subjects, 222 (91%) completed the
survey at the end of the study. Serious adverse
events were not observed. Most subjects (90%)
reported that each of the five products absorbed
well into their skin within three minutes of
application and there were no objections to the
scent of the products (they were fragrance-free).

Subjects commented on improvement
after one month of use for one or more of the
following skin attributes: hydration, softness,
smoothness, radiance or brightness, lines and
wrinkles, and overall improvement. Among the
five groups, the percentage of subjects citing
improvement in one or more skin attributes
after four weeks of use is shown in Figure 18.
The highest was in Group 3 (97%), followed by

W SELS

m 3 - O W m =D
5]

Baseline 15 Min 7 Days

14 Days
Time Point

" TEWL/10
“Ec/100

28 Days 56 Days

FIGURE 11. Changes in evaluation parameters for the eye cream
SELS: standard evaluation parameter; TEWL: transepidermal water loss; EC: electroconductivity

FIGURE 12. A 42-year-old Caucasian woman at baseline

(A) and after 42 days of treatment (B) with the eye
cream—DPixel data (26,329 at baseline and 18,847 at 14
days) show that the wrinkles below the patient’s eye were
reduced by 28.42%.

FIGURE 13. A 56-year-old Caucasian woman at baseline
(A) and after 14 days of treatment (B) with the eye
cream—>Pixel data (30,769 at baseline and 24,859 at 42
days) show that the wrinkles to the left of the patient’s eye
were reduced by 19.21%.

4.5

3.5

2.5

W SELS

m 3 -0 o0 m 32

1.5 1

0.5 4
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Baseline 7 Days

Time Point

®Ec/100

14 Days  28Days 56 Days

FIGURE 14. Changes in evaluation parameters for the day lip cream

SELS: standard evaluation parameter; EC: electroconductivity
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FIGURE 15. A 53-year-old Caucasian woman at baseline (A) and after 56 days of treatment (B) with the day lip cream—
Pixel data (61,786 at baseline and 8,519 at 56 days) show that the wrinkles on the bottom lip were reduced by 86.21%

M 3 - O W m X

W SELS

" Ec/100

Baseline 15 min 7 Days

56 Days

14 Days
Time Point

28 Days

FIGURE 16. Changes in evaluation parameters for the night lip cream

SELS: standard evaluation parameter; EC: electroconductivity

FIGURE 17. A 46-year-old Caucasian woman at baseline (A) and after 56 days of treatment (B) with the night lip
cream—Pixel data (74,894 at baseline and 19,678 at 56 days) show that the wrinkles on the bottom lip were reduced by

73.73%.

Group 2 (95%), Group 5 (89%), Group 4 (85%),
and Group 1(84%). Willingness to recommend
one or more of the products to a friend was
greatest in Group 3 (97%), followed by Group
2(95%), Group 1(91%), Group 5 (90%), and
Group 4 (62%). The low value (62%) for Group 4,
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in which both the day and night lip creams were
used, might be attributed to the lesser clinical
performance of the day lip cream in comparison
with the superior performance of the night lip
cream, as shown in Figures 15 and 16.

Among the medical estheticians, 87 percent

observed improvement in one or more of the
same attributes in their subjects.

Adverse effects. Adverse effects or
unexpected reactions of any kind were not
observed in any subject in the 56-day study or in
the experience trial.

DISCUSSION

The 56-day study. The results show that
with each of the five topical test products,
improvement in SELS becomes noticeable to the
measuring device within 15 minutes of the initial
application and that improvement continues for
at least 56 days with reqular use (Table 5). To the
author’s knowledge, noticeable improvement
in SELS within 15 minutes of application of
the test product is unprecedented in cosmetic
dermatology. Improvement was significant
after 14 days and 28 days of use for the day
facial cream; after 15 minutes, 28 days, and
56 days of use for the night facial cream; after
seven days and 14 days of use for the eye cream;
after seven days for the day lip cream; and after
seven, 14, 28, and 56 days of use for the night
lip cream. These results suggest that skin surface
roughness, or the depth of fine and coarse lines
and wrinkles, decreased immediately after
product application and continued to decrease
for at least 56 days with regular use of each test
product.

Similar but even more favorable trends are
apparent with EC. Improvements were significant
after 15 minutes, 14 days, and 28 days of use
for the day facial cream; after every timepoint
for the night facial cream and eye cream; and
after 15 minutes for both the day lip cream and
night lip cream. These results show that each
of the five test products helped to increase the
moisture content in the skin almost immediately
after application and that the favorable trends
continued for at least 56 days with regular use.

These very early results and continuing
improvement for at least 56 days have, to the
author’s knowledge, not been reported for
any topical product. Improvement in TEWL
(measured only in those using the facial and
eye creams) was nearly immediate with the use
of the night facial cream, at 14 days with the
eye cream, and at 28 days with the day facial
cream. Improvement was significant at 28 and
56 days for the night facial cream.

The experience trial. The results (Figure
18) show that the selected products, which
included facial, eye, and lip creams, performed



well when applied daily according to the
schedule in Table 3. The percentage of subjects
who reported improvement in one or more

of their skin attributes ranged from 84 to

97 percent. Subjects evaluated lines and
wrinkles, softness, smoothness, radiance and
brightness, and overall improvement.

Advantages of this study include high rate
of survey completion (91%) and large number
of reporting subjects (n=222). The five
products provided a comprehensive anti-aging
treatment for the face, eye, and lip areas,
which age at different rates. Products were
applied in the morning, evening, or both. Itis
important to note that 90 percent of subjects
reported each of the five products absorbed
well into their skin within three minutes of
application. This observation, along with the
continuous and progressive improvement in
most parameters in the 56-day study, show
that the early absorption of products into the
skin is genuine rather than superficial, and
that the beneficial effects of the products
continue to increase despite regular cleaning
of the face.

The likelihood of recommending one or
more of these products in the future ranged
from 57 percent (Group 4) to 91 percent (Group
1). The low percentage of Group 4 is, again,
attributed to the reduced clinical performance
of the day lip cream versus the night lip cream.
Values in the remaining groups were 87
percent (Group 5), 84 percent (Group 3), and
80 percent (Group 2), respectively.

CONCLUSIONS

Although the 56-day trial included only
five subjects for each test product, the
improvements in endpoints from baseline to
the end of the study were extremely high and
achieved 95-percent confidence levels for all
test products.

Results of this study support the effectiveness
of the facial, eye, and lip creams used in this
study as anti-aging products that reduce the
appearance of both fine and coarse lines and
wrinkles, increase the moisturization of the skin,
and, in the case of the face and eye products,
decrease transepidermal water loss. The test
products showed early positive effects on the
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FIGURE 18. Percentage of subjects with an improvement in one or more skin attributes (e.g., hydration, softness,
smoothness, radiance or brightness, lines and wrinkles, overall improvement) after using the test products for four weeks

‘ TABLE 5. Onset and duration of continued improvement in skin evaluation parameters with 5 topical test products

EYE CREAM

DAY LIP CREAM

NIGHT LIP
CREAM

PARAMETER ?I:\\E(:’CICIAL glqi QL‘FACIAL
Onset

SELS 15 minutes 15 minutes
TEWL 28 days 15 minutes
EC 15 minutes 15 minutes
Duration

SELS 56 days 56 days

TEWL 56 days 56 days

EC 56 days 56 days

15 minutes 15 minutes 15 minutes
14 days - -

15 minutes 15 minutes 15 minutes
56 days 56 days 56 days

56 days - -

56 days 56 days 56 days

‘ SELS: surface evaluation of living skin; TWEL: transepidermal water loss; EC: electroconductivity

skin test sites, and these effects were see for at
least 56 days without significant adverse effects.
We attribute these results to the integration of
the dermal delivery technology, the cross linked
hyaluronic acid, and synthetically engineered
natural collagen utilized by the test products.
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